ABSTRACT 



OF THE DISCLOSURE 

5 Two classes of polypeptides derived from human IgE arc doGcribed. One class binds 
sel e ctively to the high affinity IgE receptor on mast cells and basophils, but not to the low 
affinity IgE rec e ptor on B cells, monocytes, eosinophils 

The present invention describes IgE antagonists ^including variant anti-IpE 
antibodies) and their use in diagnosis^ theranv or prophvlaxis of allergic and platelets. 
10 The other class binds to the low affinity receptor, but not the high affinity receptor. The 
differential binding polypeptid e s of this inv e ntion are useful in diagnostic procedures for IgE 
receptors or in the therapy of IgE-mediated disorders , including asthma> food allergies, 
hvpersensitivitv and anaphvlactic reactions, such — ets — allcrgioG . — They also 
— uocf ul — in preparing — antibodica — oapablo — e-i — binding — regions 
15 of IgE that participate in receptor binding. 



20 a strand A loop AD a otrand D 

360XDSNrRGVSAYLSRrC PFDXLF IRKS PTIT 
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loop DC a Dtrand C loop CD 

39QCLVVDLAPCKGTVNLTWSRXASXXGKrVNII 
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a strand D loop BE a otrand E loop BF 

42 0 STRKEEKQRXNXXGTLTVTGTLPVGTRDWI 
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d otrand F loop FG a atrand G 

450 EGETYQCRVTHPHLPRALXMRGTTKTSGr 
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FIGURE 1 



MaEll Light Chain 

DIVLTQSPASLAVSLGQRATISCKASQSVDYDGDSYMNWYQQKrCQPriLLIYj^ 
SEIPARFSGSGSCTDFTLNIHrVEEEDTV^TFYCQQCHEDrYTFGAGTKLEIK 

5 

MqEII Heavy Chain 

DVQLQESGPGLVKPSQSLSLACSVTGYSITSGYSWTJWIRQFrGNKLEWMGSITYDGCS 
NYNPSLKI^JRI SVTRDTSQNQFFLKLNSATAEDTATYYCARG GIIYFGHWHFAVWGAGTTVT 
10 VSSAKTTPPGVYPLAR 

MaclS Light Chain 

VDDIWTQSQKFMSTSVGDRVSVTCKASQWSSWAWYQQKPGQSPI^LIYS^ 

15 PDRFTG SG SGTDFTLTI S WQSEDLAEYFCQQYYTYPLYTFGGGTKLE IKRADAAPTVG I 
FPPSTR 

MaQl3 — Heavy Chain 
2 0 VDDVQLQESGPGLWPGQCLCLTCTVTGYTITSDNAWNWIRQFPGNKLETOIGYINHCGTT 
CYNPGLKGRISITRDTSKI ^ JQFFLQLNSVTTEDTATYYCAWVVAYAMDYWGQGTSVTVCCA 
KTTPPGVYPLAR 

2 5 MaelS Light Chain 

DIQLTQSPASLAVSLGQRATICCI'CASQSVDYDGDSYKNWYQQKPGQPPKLLIYTVASNL 
GIPARFSGSGSGTDFTLNIHPVEEEDAATYYCQQSNEDPFTFGAGT 

3 0 Mael5 Kca^ry Chain 

VDDVQHQESEPDLVKPSQSLSLTCTVTGYGITCGYNRHWIRQFPGNKLEWIIGYIIIYCGGT 
imjPSLKRRISITRDTCKJ^JQFFLQLNSVTTEDTATYYCARGCIYYYGSRYRYFDVWGAGT 
TVTVCSAKRHPHLGIHWPG 



FIGURE 2 

5 HumanizQd MaEll VorDion 1 — (intact IgG) 
Heavy Chain 

EVQLVECGGGLVQPGGSLRLSCAVSGYSITSGYSWISrWIRQArGKGLEWVASITYDGSTNY 
ADSVKGRFTISRDDSKNTFYLQMNSLRAEDTAVYYCARGSHYFGHWHFAVWGQGTLVTVC 

10 SAGTKGKGrSVFPLAPSSKSTSGGTAALGCLVKDYFrErVTVSWMSGALTCGVHTFPAVL 
QSSGLYCLCGWTVPSSSLGTQTYICNWJHKPSNTKVDKKVEPKCCDKTHTCPPCPAPEL 
LGGPSVFLFPPKPKDTLMICRTPEVTCVVVDVSHEDPEVKFI^JWYVDGVEVHNTV^ 
QYNSTYRWSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLrPG 
REEMTKNQVSLTCLWGFYPSDIAVEWBSNGQPEI^JISryKTTPPVLDSDGSFFLYGKLTVDI^ 

15 S RWQ QG WF S C S VMHB ALHNH YTQK S L S L S PG K 

Light Chain 

DIQLTQSPSSLSASVGDRVTITCRASQCVDYDGDSYMNWYQQKPGKAPKLLIYAASYLEC 
2 0 GVPSRFGGCGCGTDFTLTICGLQPEDFATYYCQQSHEDPYTFGQGTKVEIKRTVAAPGVF 
IFPPSDEQLKCGTACWCLLmFYPREAKVQWKVDNALQSGNSQESVTEQDgKDSTYCLC 
STLTLSKAlDYEKHKVYACEVTIIQGLCCPVTKSFNRGEC 
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FIGURE 3 



